
CASE REPORTS

ABSTRACT

Intraductal papillary neoplasm of the bile duct (IPNB) or 
biliary papillomatosis (BP) is a premalignant entity with 
high risk of malignant transformation. When the disease 
extends widely from the intrahepatic to the extrahepatic bil-
iary tree, liver transplantation (LT) is the only option avail-
able. We present the case of a 43-year-old male who was 
admitted in our hospital with an acute cholangitis. He was 
diagnosed of diffuse biliary and pancreatic papillomatosis. 
Firstly, we performed a cephalic pancreaticoduodenecto-
my, then we completed a total pancreatectomy, and finally, 
after confirming the absence of foci of carcinoma infiltration 
or lymph nodes involvement, a LT was performed. Foci of 
carcinoma infiltration or lymph nodes involvement in the 
liver were not found. After a two-year follow-up the patient 
developed liver recurrence and the biopsy showed a biliary 
adenocarcinoma. In 2010, Vibert et al. published a series of 
three cases concluding that in the absence of invasive carci-
noma and positive lymph nodes, LT can be performed with 
success. The present case is the first to describe recurrence 
of the disease after LT in the absence of invasive carcinoma 
and positive lymph nodes in the literature. When the dis-
ease affects widely the entire biliary duct, small micro-in-
vasive foci may not be detected. Nevertheless, although 
we know that it is a recurrent entity, the pathogenesis is 
unknown, and we do not know if it is possible that papillo-
matosis recurs over the new liver.
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INTRODUCTION

Intraductal papillary neoplasm of the bile duct (IPNB), also 
known as biliary papillomatosis (BP), is a rare entity char-
acterized by the presence of multiple papillary tumors in 
the intrahepatic and/or extrahepatic biliary tree. Chappet 
(1) first described this condition in 1894 and less than 100 
cases have been described in the literature since then. The 

disease mainly affects middle-aged adults and the male:fe-
male ratio is 2:1. It is considered as idiopathic, although 
there are cases associated with biliary stones, Caroli dis-
ease, Clonorchis infestation and hepatitis B and C virus 
infection (2). It is a premalignant entity with a high risk of 
malignant transformation (3). The risk of recurrence is high, 
even after radical surgery. When the disease extends widely 
from the intrahepatic to the extrahepatic biliary tree, liver 
transplantation (LT) is the only available option.

CASE REPORT

We present the case of a 43-year-old male with no relevant 
history who was admitted to our hospital with abdominal 
pain, fever and jaundice. Physical examination revealed 
right hypochondrium pain and the laboratory tests showed 
high levels of all liver enzymes, hyperbilirubinemia, leu-
cocytosis and high levels of inflammatory parameters. An 
abdominal ultrasonography (US) revealed a wide dilata-
tion of the intra- and extrahepatic biliary tree. Computed 
tomography (CT) and magnetic resonance (MR) (Fig. 1) 
confirmed the presence of a wide dilatation of the biliary 
duct and also identified a mass over the ampulla. An endo-
scopic retrograde cholangiopancreatography (ERCP) was 
subsequently performed and an adenomatous tumor over 
the ampulla was found. The initial histological study of the 
ampulla mass identified an intestinal adenocarcinoma. A 
cephalic pancreaticoduodenectomy was performed. The 
definitive histological study identified an IPNB with multi-
ple foci of severe dysplasia that affected the margins of the 
biliary and pancreatic resections. The ampullary mass was 
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a papillary tumor with severe dysplasia-in situ carcinoma. 
No stromal, vascular or perineural infiltration was observed 
and 12 negative lymph nodes were isolated. The case was 
discussed in a multidisciplinary committee who decided 
to perform a total pancreatectomy prior to considering the 
patient as a candidate for a LT. The histological study identi-
fied papillomas within the entire remnant of the pancreatic 
duct with different grades of dysplasia, without infiltrative 
carcinoma. Finally, LT with a whole graft was performed 12 
months after the onset of the disease. The definitive histo-
logical study showed a diffuse IPNB that involved the entire 
biliary tree with multiple foci of severe dysplasia, without 
the presence of infiltrative carcinoma and three negative 
lymph nodes (Fig. 2). A CT was performed every six months 
during follow-up and a CT scan at 24 months identified a 
large hepatic mass of 11 x 10 x 15 cm in the right hepatic 
lobe and multiple small nodules throughout the liver. A per-
cutaneous biopsy was performed and the histological study 
confirmed the presence of a biliary adenocarcinoma. The 
patient worsened progressively and died six weeks after 
the diagnosis of disease recurrence. 

DISCUSSION

IPMB or BP is a rare disease which can involve any area 
of the biliary epithelium to a greater or lesser extension. It 
may even affect the main pancreatic duct. Diagnosis and 
establishment of extension are very difficult to accomplish 
preoperatively. Location and extension are very variable, 
affecting the intra- and extrahepatic biliary tree in 58% of 
cases, the intrahepatic biliary tree exclusively in 22%, the 
extrahepatic biliary tree exclusively in 14%, and the extra-
hepatic biliary tree and the main pancreatic duct in 3% of 
cases (4). It is considered as a premalignant condition with 
a high risk of malignant transformation. Surgical treat-
ment must be aggressive in order to achieve resection of 
all affected areas. A LT may be necessary in cases in which 
the intrahepatic biliary tree is widely involved. With regard 
to cases in which the pancreatic duct is affected, its extent 
will determine the type of the pancreatectomy. 

Since 2000, only eight cases of diffuse BP treated with LT 
have been described in the literature (3,5-10) (Table 1). All had 
both intra- and extrahepatic biliary tract involvement and the 
main pancreatic duct was also affected in three cases, as in 
the present case. In 2010, Vibert et al. (3) published a series of 
three cases with different clinical situations. They concluded 
that in the absence of invasive carcinoma and positive lymph 
nodes, LT can be performed successfully, even in cases in 
which there are foci of superficial infiltration. Provided that 
there is no lymphatic involvement, transplantation can still 
be an effective alternative in these patients. Of the eight cas-
es, only four histological studies showed invasive carcinoma 
in the explant liver after transplantation; one had lymph node 
involvement. Two had a recurrence at 16 months and at six 
years respectively and the remaining two were alive without 
recurrence at 18 and 22 months, respectively. The present 
case is the first that describes recurrence of the disease after 
LT in the absence of invasive carcinoma and positive lymph 
nodes. There was a follow-up longer than two years in only 
one of the four described cases with an absence of infiltrat-
ing carcinoma and positive lymph nodes (10). 

Our patient had a recurrence two years after transplantation 
and it would also be interesting to know how the rest of 
the patients have evolved since the study was published. 
It is important to appreciate that the diffuse nature of the 
disease makes it very difficult to perform a complete his-
tological study of the entire biliary tissue of the specimen. 
Therefore, in the case of advanced lesions such as severe 
dysplasia or in situ carcinoma, the presence of small micro-
invasion foci may not be detected. However, if we analyze 
the conclusions obtained by Vibert et al. (3), superficial infil-
tration foci in the absence of lymphatic involvement should 
not compromise the results of the LT. On the other hand, 
although we know that it is a recurrent disease, its patho-
genesis is unknown. Furthermore, the patterns of possible 
papillomatosis recurrence over the new liver in the absence 
of a previous invasive carcinoma are unknown. This prob-
lem should also be considered as a possible explanation of 
the evolution in the present case. What seems clear is that 
the prognosis in cases of a recurrence is poor, regardless 
of the presence of invasive carcinoma foci in the surgical 
specimen, as all published cases with recurrence after LT 
died in a short period of time. Probably, immunosuppres-
sion makes the recurrence of the disease more aggressive 
with a worse prognosis. 

Fig. 1. Magnetic resonance (MR) showing wide dilatation 
of the intra- and extrahepatic biliary duct.

Fig. 2. Pathological images. A. IPNB that affects the light 
of the extra-hepatic bile duct, with papillary projections 
and cylindrical epithelium and high-grade dysplasia in situ 
carcinoma (H-E 100x). B. IPNB that affects all intra-hepatic 
biliary ducts with high grade dysplasia, without stromal 
infiltration. (H-E 40x). Intraductal papillary neoplasm (red 
arrows). Liver parenchyma (blue arrow).
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CONCLUSION

In conclusion, LT is the only curative treatment available 
for patients with diffuse BP. However, these patients are 
at risk of disease recurrence, so it is important to optimize 
the immunosuppressive treatment and perform a close fol-
low-up by imaging studies in order to detect a recurrence 
as soon as possible.
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Table 1. Characteristics of all cases of IPNB treated with LT in the literature

Author Year Sex Age Extension Pathology Nodes Follow-up Recurrence Outcome

Dumortier et al. (6) 2001 F 61 Extra-, intrahepatic and pancreas Carcinoma No 22 months No Alive

Beavers et al. (7) 2001 M 59 Extra- and intrahepatic Dysplasia - 9 months No Alive

Ciardullo et al. (8) 2003 M 60 Extra- and intrahepatic Dysplasia No 9 months No Alive

Charre et al. (9) 2003 F 64 Extra- and intrahepatic Dysplasia No 16 years No Alive

Imvrios et al. (4) 2007 M 43 Extra- and intrahepatic Dysplasia No 15 months No Alive

Vibert et al. 1 (3) 2010 M 61 Extra- intrahepatic and pancreas Carcinoma No 18 months No Alive

Vibert et al. 2 (3) 2010 M 60 Extra- intrahepatic and pancreas Carcinoma Yes 16 months Yes Death

White et al. (10) 2012 M 60 Extra- and intrahepatic Carcinoma No 6 years Yes Death

Present case 2017 M 43 Extra- intrahepatic and pancreas Dysplasia No 2 years Yes Death


